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* Welcome to STN International *********■> 

Web Page for STN Seminar Schedule - N. America 
ChemPort single article sales feature unavailable 
The retention policy for unread STNmail messages 
will change in 2009 for STN-Columbus and STN-Tokyo 
WPIDS, WPINDEX, and WPIX enhanced Japanese Patent 
Classification Data 

Simultaneous left and right truncation (SLART) added 

for CERAB, COMPUAB, ELCOM, and SOLIDSTATE 

GENBANK enhanced with SET PLURALS and SET SPELLING 

Patent sequence location (PSL) data added to USGENE 

COMPENDEX reloaded and enhanced 

WTEXTILES reloaded and enhanced 

New patent-examiner citations in 300, 000 CA/CAplus 
patent records provide insights into related prior 
art 

Increase the precision of your patent queries — use 
terms from the IPC Thesaurus, Version 2009.01 
Several formats for image display and print options 
discontinued in USPATFULL and USPAT2 
MEDLINE now offers more precise author group fields 
and 2009 MeSH terms 

TOXCENTER updates mirror those of MEDLINE - more 
precise author group fields and 2009 MeSH terms 
Three million new patent records blast AEROSPACE into 
STN patent clusters 

USGENE enhanced with patent family and legal status 
display data from INPADOCDB 

INPADOCDB and INPAFAMDB enhanced with new display 
formats 

EPFULL backfile enhanced with additional full-text 
applications and grants 
ESBIOBASE reloaded and enhanced 

CAS databases on STN enhanced with new super role 
for nanomaterial substances 

CA/CAplus enhanced with more than 250,000 patent 
equivalents from China 
IMSPATENTS reloaded and enhanced 

CAS coverage of exemplified prophetic substances 
enhanced 

STN is raising the limits on saved answers 



NEWS EXPRESS JUNE 27 08 CURRENT WINDOWS VERSION IS V8 . 3 , 

AND CURRENT DISCOVER FILE IS DATED 23 JUNE 2008. 



NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN customer 
agreement. This agreement limits use to scientific research. Use 
for software development or design, implementation of commercial 
gateways, or use of CAS and STN data in the building of commercial 
products is prohibited and may result in loss of user privileges 
and other penalties. 

************** STN Columbus *************** 



FILE 'HOME' ENTERED AT 09:20:52 ON 22 APR 2009 



=> file reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.22 0.22 



FILE 'REGISTRY' ENTERED AT 09:20:59 ON 22 APR 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2009 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 20 APR 2009 HIGHEST RN 1137276-53-9 
DICTIONARY FILE UPDATES: 20 APR 2009 HIGHEST RN 1137276-53-9 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH January 9, 2009. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : / /www . cas . org/support/stngen/stndoc/ properti es . html 



=> 

Uploading C:\Program Files\STNEXP\Queries\10569873 formula III W is unsat Cy.str 




chain nodes : 

13 14 15 17 18 22 

ring nodes : 

123456789 10 11 12 
chain bonds : 

2-13 12-18 13-14 14-15 14-17 17-18 
ring bonds : 

1- 2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 
exact/norm bonds : 

2- 13 12-18 13-14 14-15 14-17 17-18 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 



G1:C,0,S,N 
G2 :0, S 

Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6:Atom 7:Atom 8: Atom 9: Atom 10: Atom 
11: Atom 12:Atom 13:CLASS 14:CLASS 15:CLASS 17:CLASS 18:CLASS 22:Atom 23:Atom 
Generic attributes : 
22 : 

Saturation : Unsaturated 



LI STRUCTURE UPLOADED 

=> d LI 

LI HAS NO ANSWERS 
LI STR 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

Structure attributes must be viewed using STN Express query preparation. 



=> file caplus 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.48 0.70 



FILE 'CAPLUS' ENTERED AT 09:21:15 ON 22 APR 2009 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 



COPYRIGHT (C) 2009 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 22 Apr 2009 VOL 150 ISS 17 
FILE LAST UPDATED: 21 Apr 2009 (20090421/ED) 

Caplus now includes complete International Patent Classification (IPC) 
reclassification data for the third quarter of 2008. 

CAS Information Use Policies apply and are available at: 

h 1 1 p : / / www .cas.org / 1 eqal / inf opol icy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s LI SSS full 



Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



FULL SEARCH INITIATED 09:21:20 FILE 'REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 5937984 TO ITERATE 

8.6% PROCESSED 510258 ITERATIONS 



12.8% PROCESSED 
14.7% PROCESSED 
16.5% PROCESSED 



761279 ITERATIONS 
873561 ITERATIONS 
979472 ITERATIONS 



16.8% PROCESSED 1000000 ITERATIONS 
INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.01.12 

FULL FILE PROJECTIONS: ONLINE ** INCOMPLETE* * 

BATCH ** INCOMPLETE** 
PROJECTED ITERATIONS: 5937984 TO 5937984 

PROJECTED ANSWERS: 14744 TO 15480 



1188 ANSWERS 

2 02 7 ANSWERS 

2530 ANSWERS 

2545 ANSWERS 

2545 ANSWERS 



L2 



2545 SEA SSS FUL LI 



L3 



30 L2 



=> d ibib abs hitstr 1- 

YOU HAVE REQUESTED DATA FROM 30 ANSWERS - CONTINUE? Y/(N):y 
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ANSWER 1 OF 30 CAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2009:386205 CAPLUS Full-text 

Preparation of (carboxyalkylphenyl ) phenyloxalamides as 
activators of G protein-coupled receptor GPR40. 
Defossa, Elisabeth; Klabunde, Thomas; Dietrich, 
Viktoria; Stengelin, Siegfried; Haschke, Guido; 
Herling, Andreas; Kuhlmann, Johanna; Bartoschek, 
Stefan 

Sanof i-Aventis, Fr . 

PCT Int. Appl., 68pp. 

CODEN: PIXXD2 

Patent 

German 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



!009039943 




Al 




20090402 




WO 2008- 


EP7218 




20080904 


W: AE, 


AG, 


AL, 


AM, 


AO, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BH, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DO, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LY, 


MA, 


MD, 


ME, 


MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


ST, 


SV, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


zw 






RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


ML, 


NO, 


PL, 


PT, 


RO, 


SE, 


si, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 
















APPLN. 


INFO 














EP 2007- 


291132 




A 20070921 



GI 



R2. 
R3- 



Rl 



R8 
. N 



■R5 




R I 




(R6), 



C02H 



AB Title compds. [I; R3 = H, F, CI, Br, cyano, CF3, OH, OCF3, OCHF2, SMe, SCF3, 
(substituted) Ph, OPh, C02H, alkylcarbonyl, alkyl, cycloalkyl, OBn, S03H, 
piperidinylsulf onyl, etc.; R1-R5 = H, F, CI, Br, cyano, CF3, SCF3, OCHF2, SMe, 
SCF3, (substituted) Ph, OPh, C02H, alkylcarbonyl, alkyl, cycloalkyl, OBn, 
S03H, piperidinylsulfonyl, etc.; R2, R4 = H, F, CI, Br, cyano, CF3, OCF3, 
OCHF2, SMe, SCF3, (substituted) Ph, OPh, C02H, alkylcarbonyl, alkyl, 
cycloalkyl, S03H, piperidinylsulfonyl, etc.; R7, R8 = H, alkyl; X = 
(substituted) alkylene; m = 0-4; R6 = OH, F, CI, Br, cyano, OMe, OCF3, Me, 
CF3, (substituted) alkyl, alkoxy] , were prepared Thus, N- ( 2-bromo-4- 



isopropylphenyl ) -N ' - [ 4- ( 2-carboxyethyl ) phenyl ] oxalamide (preparation outlined) 
activated GPR40 receptors in a FLIPR assay with EC50 = 0.1 |iM. 
IT 1136080-81 --3P 1136080--95-9P 1135081 -05-4P 

RL: PAC (Pharmacological activity); PRPH (Prophetic); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(preparation of ( carboxyalkylphenyl ) phenyloxalamides as activators of G 
protein-coupled receptor GPR40) 
RN 1136080-81-3 CAPLUS 

CN Benzenepropanoic acid, 3- [ [2- [ [5- ( 1-methylethyl) [ 1, 1 ' -biphenyl] -2- 
yl] amino] -2-oxoacetyl] amino] - (CA INDEX NAME) 



-Pr 

X^nhJU-nh^OL 

^r-"^ — ^CH2 — CH2 — 

Ph 



C02H 



RN 1136080-95-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Ph oo 

^0-NH_y_ic- N H_OL 

^CH2 — CH2 — C02H 



RN 1136081-05-4 CAPLUS 

CN Benzenepropanoic acid, 3- [ [ 2- [ [ 4 ' - ( 1, 1-dimethylethyl ) [ 1 , 1 ' -biphenyl ] -4- 
yl] amino] -2-oxoacetyl] amino] - (CA INDEX NAME) 



r JJ \\A CH2 — CH2 — C02H 



REFERENCE COUNT: 



THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 2 OF 3 0 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 



CAPLUS COPYRIGHT 2009 ACS on STN 
2009:139320 CAPLUS Full-text 
150:191166 

Preparation of ureas and related compounds having dual 
inhibitory activity for IMPDH/HDAC 

Pankiewicz, Krzysztof; Chen, Liqiang; Vince, Robert 

Regents of the University of Minnesota, USA 

PCT Int. Appl., 49pp. 

CODEN: PIXXD2 

Patent 



LANGUAGE : English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 20090183 


44 




Al 




20090205 




WO 2008- 


US71598 




20080730 


W: AE, 


AG, 


AL, 


AM, 


AO, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BH, 


BR, 


BW, 


BY, BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DO, 


DZ, 


EC, 


EE, 


EG, ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LY, 


MA, MD, 


ME, 


MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, PH, 


PL, 


PT, 


RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


ST, 


SV, 


SY, TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


zw 




RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HR, HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


NL, 


NO, 


PL, 


PT, 


RO, 


SE, 


SI, SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 














PRIORITY APPLN. 


INFO 














US 2007- 


9528 


OOP 




P 20070730 


OTHER SOURCE (S) : 






MARPAT 


150 : 


191166 

















GI 




AB Title compds. A-X-L-B [I, A = Ql, etc.; X = direct bond, -NH-, -NH-CO-, etc.; 

L = hydrocarbon chain that is optionally substituted with oxo, wherein carbon 
atoms of the chain can optionally be replaced with O, S, NH, etc.; B = - 
CONHOH, -COCH2SH, -CH2- (CH2 ) n-SH, etc.; n = 1-6] or salts thereof were 
prepared For example, reaction of 3-methoxy-4- ( oxazol-5-yl ) aniline with 
triphospgene followed by in-situ treatment with tert-Bu (E)-3-[4- 
( aminomethyl ) phenyl ] acrylate hydrochloride, de-esterif ication using CF3C02H, 
exposure to O-tritylhydroxylamine, and reaction with CF3C02H and Et3SiH 
afforded compound II. In IMP-dehydrogenase/histone deacetylase (IMPDH/HDAC) 
inhibition assays, the exemplified compound II showed the Ki values (|iM) of 
7.8±0.8 (IMPDH1) and 1.2±0.2 (IMPDH2), and IC50 (jiM) of 0.026±0.006 (HDAC). 
Compds. I are claimed useful for the treatment of cancer. 

IT 11G9236-88-5P 1109236-90-9P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses ) 



(preparation of ureas and related compds . having dual inhibitory activity 
for IMPDH/HDAC) 
RN 1109236-88-5 CAPLUS 

CN Ethanedi amide, Nl-[4-[(lE)-3- (hydroxyamino ) -3-oxo-l-propen-l-yl ] phenyl ] -N2- 
[3-methoxy-4-(5-oxazolyl)phenyl]- (CA INDEX NAME) 

Double bond geometry as shown. 




RN 1109236-90-9 CAPLUS 

CN Ethanedi amide, Nl-[3-[(lE)-3- (hydroxyamino ) -3-oxo-l-propen-l-yl ] phenyl ] -N2- 
[3-methoxy-4- ( 5-oxazolyl ) phenyl ] - (CA INDEX NAME) 

Double bond geometry as shown. 




IT 11G9237-31-1P 1109237-32-2P 110S237-33-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of ureas and related compds. having dual inhibitory activity 
for IMPDH/HDAC) 
RN 1109237-31-1 CAPLUS 

CN 2-Propenoic acid, 3- [ 4- [[ 2- [[ 3-methoxy-4- ( 5-oxazolyl ) phenyl ] amino ] -2- 
oxoacetyl] amino ] phenyl ] -, ethyl ester, (2E)- (CA INDEX NAME) 



Double bond geometry as shown. 




RN 1109237-32-2 CAPLUS 

CN 2-Propenoic acid, 3- [ 3- [[ 2- [[ 3-methoxy-4- ( 5-oxazolyl ) phenyl ] amino ] -2- 
oxoacetyl] amino ] phenyl ] -, ethyl ester, (2E)- (CA INDEX NAME) 

Double bond geometry as shown. 




RN 1109237-33-3 CAPLUS 

CN 2-Propenoic acid, 3- [ 4- [[ 2- [[ 3-methoxy-4- ( 5-oxazolyl ) phenyl ] amino ] -2- 
oxoacetyl] amino ] phenyl ] -, (2E)- (CA INDEX NAME) 

Double bond geometry as shown. 




RN 
CN 



1109237-35-5 CAPLUS 

2-Propenoic acid, 3 - [ 3- [ [ 2- [ [ 3-methoxy-4- ( 5-oxazolyl ) phenyl ] amino ] - 2- 
oxoacetyl] amino ] phenyl ] -, (2E)- (CA INDEX NAME) 



Double bond geometry as shown. 




RN 1109237-36-6 CAPLUS 

CN Ethanediamide, Nl- [ 3-methoxy-4- ( 5-oxazolyl ) phenyl ] -N2- [4- [ ( IE) -3-oxo-3- 
[ (triphenylmethoxy) amino] -1-propen-l-yl ] phenyl ] - (CA INDEX NAME) 

Double bond geometry as shown. 




CPh3 



RN 1109237-37-7 CAPLUS 

CN Ethanediamide, Nl- [ 3-methoxy-4- ( 5-oxazolyl ) phenyl ] -N2- [3- [ ( IE) -3-oxo-3- 
[ (triphenylmethoxy) amino] -1-propen-l-yl ] phenyl ] - (CA INDEX NAME) 

Double bond geometry as shown. 




REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ANSWER 3 OF 30 CAPLUS COPYRIGHT 2009 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2008:1529247 CAPLUS Full-text 
150:77371 

Preparation of novel malonic acid sulfonamide 

derivatives as angiotensin AT2 receptor agonists 

Yoshida, Tomohiro; Sakashita, Hiroshi; Numata, 

Atsushi; Tahara, Saori; Kawasumi, Hisashi 

Mitsubishi Tanabe Pharma Corporation, Japan 

PCT Int. Appl., 433pp. 

CODEN: PIXXD2 

Patent 

Japanese 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



20081561 


42 




Al 




2008 


1224 




WO 2008- 


JP61248 




20080619 


W: AE, 


AG, 


AL, 


AM, 


AO, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BH, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DO, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LY, 


MA, 


MD, 


ME, 


MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SV, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


zw 








RW: AT, 


BE, 


BG, 


CH, 


CY, 


cz, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC , 


MT, 


ML, 


NO, 


PL, 


PT, 


RO, 


SE, 


si, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GM, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 
















APPLN. 


INFO 














JP 2007- 


163099 




A 20070620 



OTHER SOURCE (S) : 
GI 



MARPAT 150:77371 



0 0° 0 




AB The title compds . [I; Rl = each (un) substituted Cl-8 alkyl, C2-6 alkenyl, C2-6 
alkynyl, C3-10 cycloalkyl, C3-10 cycloalkyl-Cl-6 alkyl, heterocyclyl , aryl, 



aryl-Cl-6 alkyl, aryloxy-Cl-6 alkyl, aryl-C2-6 alkenyl, heteroaryl, 
heteroaryl-Cl-6 alkyl, heteroaryloxy-Cl-6 alkyl, or heteroaryl-C2-6 alkenyl; 
one of R2 and R3 = H or halo and the other = halo, each (un) substituted Cl-6 
alkyl, Cl-6 alkoxy, C2-6 alkenyl, or C2-6 alkynyl, (CH2 ) nCONR5R6 , etc. ; R5, 
R6 = H, Cl-6 alkyl, each (un) substituted aryl or heteroaryl; or NR5R6 = 
(un) substituted cyclic amino; R4 = NR7R8; R7, R8 = H, each (un) substituted Cl- 
6 alkyl, C2-6 alkenyl, aryl, aryl-Cl-6 alkyl, heteroaryl, heteroaryl-Cl-6 
alkyl, C3-10 cycloalkyl, or heterocyclyl ; or NR7R8 = (un) substituted cyclic 
amino] or pharmaceutically acceptable salts thereof or hydrates thereof were 
prepared These compds . have selective AT2 receptor agonism and have a 
therapeutic and/or preventive effect on various diseases due to AT2 receptor 
agonism and are useful as pharmaceuticals for treating and/or preventing 
diseases associated with the renin-angiotensin-aldosterone (RAAS) system, e.g. 
metabolic diseases or circulatory diseases such as cerebral infarction, kidney 
diseases, heart diseases, hypertension, diabetes, and metabolic syndrome. 
Thus , 2- ( 4-aminobenzyl ) -N, N-diethyl-N ' - ( 2-naphthylsulf onyl ) malonamide was 
condensed with 5-f luoroanthranilic acid using l-ethyl-3- ( 3- 
dimethylaminopropyl ) carbodiimide hydrochloride in the presence of 4- 
dimethylaminopyridine in DMF at room temperature for 16 h to give 2-[4-[(2- 
amino-3-methylbenzoyl ) amino ] benzyl ] -N, N-diethyl-N ' - ( 2- 

naphthylsulf onyl ) malonamide (II). Optical resolution of II using (lS,2S)-(+)- 
2 -amino- 1- ( 4-nitrophenyl ) -1 , 3 -propanediol gave (2S ) -2- [ 4- [ ( 2 -amino- 5 - 
f luorobenzoyl ) amino ] benzyl ] -N, N-diethyl-N ' - ( 2- naphthylsulf onyl ) malonamide 
(III). Ill in vitro showed binding affinity to human recombinant angiotensin 
AT 2 receptor with Ki of 0.9 nM. 
IT 1094I9S-16-9P, 2- [ (Biphenyl-3-yl ) methyl ] -N-ethyl-N-phenyl-N '- [ ( (E) - 
2 - p h e n y 1 e t h e n y 1 ) s u 1 f o n y 1 ] ma 1 o n am i d e 1 0 9 4 ! 9 8 - 1 7 - 0 P , 
2- [ (Biphenyl-3-yl ) methyl ] -N-ethyl-N ' - [ (2-naphthyl) sulf onyl ] -N- 
phenylmalonamide 1094198- 18-1P, 

N-Ethyl-2- [ ( 4 ' -methoxybiphenyl-4-yl ) methyl ] -N-phenyl-N ' - [ ( (E) -2- 
phenylethenyl ) sulf onyl ] malonamide A 094198-1 9-2P, 

N-Ethyl-2- [ ( 4 ' -methoxybiphenyl-4-yl ) methyl ] -N ' - [ (2-naphthyl ) sulf onyl ] -N- 
phenylmalonamide 1 094198-20-5P, 

N-Ethyl-2- [ ( 4 ' -methoxybiphenyl-4-yl ) methyl ] -N 1 -phenethylsulf onyl-N- 
ph e n y 1 ma 1 o n am i d e 1 0 9 4 1 9 8 - 2 1 - 6 P , 

2-[ (Biphenyl-2-yl (methyl] -N-ethyl-N-phenyl-N' -[ ( (E)-2- 
phenylethenyl ) sulf onyl ] malonamide 1094.1 98 - 22-7P, 
2- [ (Biphenyl-2-yl) methyl] -N-ethyl-N ' - [ (2-naphthyl) sulf onyl] -N- 
phenylmalonamide 1094198--23-8P, 

2- [ (Biphenyl-2-yl ) methyl ] -N-ethyl-N ' -phenethylsulf onyl-N-phenylmalonamide 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of novel malonic acid sulfonamide derivs. as angiotensin AT2 
receptor agonists for prevention and/or treatment of metabolic or 
circulatory diseases) 
RN 1094198-16-9 CAPLUS 

CN Propanedi amide, 2- ( [1,1' -biphenyl] -3-ylmethyl) -N 1 -ethyl -Nl -phenyl -N3- 
[ [ (lE)-2-phenylethenyl]sulfonyl]- (CA INDEX NAME) 

Double bond geometry as shown. 




RN 1094198-17-0 CAPLUS 

CN Propanediamide, 2- ( [1,1' -biphenyl ] -3-ylmethyl ) -Nl-ethyl-N3- (2- 
naphthalenylsulfonyl) -Nl-phenyl- (CA INDEX NAME) 



O Ph 




RN 1094198-18-1 CAPLUS 

CN Propanediamide, Nl-ethyl-2- [ ( 4 ' -methoxy [1,1' -biphenyl ] -4-yl ) methyl ] -Nl- 
phenyl -N3- [ [ ( IE ) -2-phenylethenyl ] sulf onyl ] - (CA INDEX NAME) 

Double bond geometry as shown. 




RN 1094198-19-2 CAPLUS 

CN Propanediamide, Nl-ethyl-2- [ ( 4 ' -methoxy [ 1 , 1 ' -biphenyl ] -4-yl ) methyl ] -N3- ( 2- 
naphthalenylsulfonyl) -Nl-phenyl- (CA INDEX NAME) 



0 Ph 




RN 1094198-20-5 CAPLUS 

CN Propanediamide, Nl-ethyl-2- [ ( 4 ' -methoxy [1, 1 ' -biphenyl] -4-yl ) methyl ] -Nl- 
phenyl-N3- [ (2-phenylethyl) sulf onyl] - (CA INDEX NAME) 




RN 1094198-21-6 CAPLUS 

CN Propanedi amide, 2- ( [1,1' -biphenyl] -2-ylmethyl ) -N 1 -ethyl -Nl -phenyl -N3- 
[ [ (lE)-2-phenylethenyl]sulfonyl]- (CA INDEX NAME) 

Double bond geometry as shown. 




RN 1094198-22-7 CAPLUS 

CN Propanediamide, 2- ( [1,1' -biphenyl ] -2-ylmethyl ) -Nl-ethyl-N3- ( 2- 
naphthalenylsulfonyl) -Nl-phenyl- (CA INDEX NAME) 



0 Ph 
0 o H:— !i— Et 




RN 1094198-23-8 CAPLUS 

CN Propanediamide, 2- ( [1, 1 ' -biphenyl ] -2-ylmethyl ) -Nl-ethyl-Nl-phenyl-N3- [ (2- 
phenylethyl) sulfonyl] - (CA INDEX NAME) 



Ph O 

Et — ll— C O O 

CH2— Lh— it— NH— 'I— CH2 — CH2 — Ph 

'A 

Ph 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . [I; ring A = each (un) substituted carbocyclic or 

heterocyclic ring group; E = a bond, Alkl, O-Alkl, S-Alkl, N(R0)-Alkl; Alkl = 
lower alkylene or alkenylene; R0 = H, lower alkyl, acyl; X = S, O, NR1; Rl = 
H, lower alkyl; R2a, R2b = H, HO, each (un) substituted lower alkyl, lower 
alkenyl, NH2, amidino, acyl, CONH2, carbamoylcarbonyl , lower alkylsulf onyl , 
arylsulf onyl , or heterocyclyl ; R3a, R3b, R4a, R4b = H, halo, HO, each 
(un) substituted lower alkyl, lower alkenyl, acyl, lower alkoxycarbonyl , NH2, 
CONH2, carbocyclyl, or heterocyclyl, C02H; n, m = an integer of 0-3, provided 
that n+m = 1-3; R5 = H, each lower alkyl, lower alkenyl, lower alkynyl, 
carbocyclyl, or heterocyclyl], pharmaceutically acceptable salts thereof, or 
hydrates thereof were prepared These compds. inhibit proteinase BACE-1 and 
the production of amyloid (3 protein and are useful for treatment of diseases 
induced by the production, secretion, or deposition of amyloid (3 protein, in 
particular Alzheimer's disease. Thus, addition reaction of N- ( 3-acetyl-5- 
bromophenyl ) -2 , 2 , 2- trif luoroacetamide with vinylmagnesium chloride in 
THF/Et20 in a dry ice-acetone bath for 20 min, under ice cooling for 30 min, 
and at room temperature for 35 min gave an allyl ale. (II) which under went 
condensation reaction with thiourea in 1 M HCl/EtOAc solution at room 
temperature for 69 h and at 40° for 45 h to give an isothiourea (III) . 



Cyclization of III in the presence of CF3S03 in CF3C02H at room temperature 
for 3.5 h gave an 2-amino-4-phenyl-4, 5-dihydro-5H-l , 3-thiazine (IV; R = H, Rl 
= CF3C0) which underwent N-protection with di (tert-butyl ) dicarbonate in the 
presence of Et3N in THF under ice-cooling for 2 h and at room temperature for 
3 h to give IV (R = Boc, Rl = CF3C0) . IV (R = Boc, Rl = CF3C0) was treated 
with a mixture of 1 M NaOH aqueous solution and THF at 50° for 4 h and then 
with 4 M HC1/1, 4-dioxane solution to give IV.2HC1 (R = Rl = H) . The compound 
(V) at 10 mg/kg p.o. in vivo lowered amyloid (3 protein by 50.1% in rat brain 
after 3 h. [This abstract record is one of 4 records for this document 
necessitated by the large number of index entries required to fully index the 
document and publication system constraints.]. 
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108468 5- 21 -IP 1084685-32 -4P 

RL: PAC (Pharmacological activity); PRPH (Prophetic); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(preparation of 2-amino-4-phenyl-4, 5-dihydro-5H-l , 3-thiazine derivs. and 
related compds . as inhibitors of proteinase BACE-1 and production of 
amyloid |3 protein for treatment of Alzheimer's disease) 
RN 1084630-92-1 CAPLUS 

CN Ethanediamide, Nl- [3- [4, 5-dihydro-4-methyl-2- (methylamino ) -4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 
CN 



1084631-02-6 CAPLUS 

Ethanediamide, Nl- [3- [ 4-ethyl-4, 5-dihydro-2- (methylamino) -4- 
thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 




RN 1084631-13-9 CAPLUS 

CN Ethanedi amide, Nl- [3 - [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- (methyl amino ) -4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 



MeNH. 




RN 1084631-54-8 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4, 5-dihydro-4, 5-dimethyl-2- (methylamino ) -4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




NHPh 



RN 1084631-65-1 CAPLUS 

CN Ethanediamide, Nl - [3 - [ 4 -ethyl- 4, 5-dihydro-5-methyl-2- (methylamino ) -4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




NHPh 



RN 1084631-76-4 CAPLUS 

CN Ethanediamide, Nl - [3- [ 4, 5-dihydro-4- (hydroxymethyl ) -5-methyl-2- 
(methylamino) -4-thiazolyl ] phenyl] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 



MeNH 




RN 1084632-24-5 CAPLUS 



CN Ethanediamide, Nl- [3- [ 4, 5-dihydro-4-methyl-2- (methylamino ) -5-phenyl-4 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




x:-: pi- 



rn 1084632-36-9 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4-ethyl-4, 5-dihydro-2- (methylamino) -5-phenyl-4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




NHPh 



RN 1084632-42-7 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- (methylamino ) -5 
phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 



MeNH 




RN 1084632-86-9 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4 , 5-dihydro-2- [ ( 2 -hydroxy ethyl ) amino ] - 4 -methyl - 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084632-96-1 CAPLUS 

CN Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxyethyl ) amino] -4 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084633-09-9 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4, 5-dihydro-2- [ ( 2-hydroxyethyl ) amino] -4- 
(hydroxymethyl)-4-thiazolyl]phenyl]-N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




RN 1084633-52-2 CAPLUS 

CN Ethanediamide, Nl- [3- [4, 5-dihydro-2- [ (2-hydroxyethyl) amino] -4, 5-dimethyl-4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



HO— CH2— CH2 — NH 




RN 1084633-62-4 CAPLUS 

CN Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxyethyl ) amino ] -5- 
methyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 




RN 1084633-73-7 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4 , 5-dihydro-2- [ (2-hydroxyethyl ) amino ] -4- 

(hydroxymethyl) -5-methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 



HO— CH2 — CH2 — NH . N^ 



■CH2— OH 



RN 1084634-18-3 CAPLUS 

CN Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-2- [ ( 2-hydroxyethyl ) amino ] -4-methyl-5- 
phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



Me 



HO_ CH2— CH2 — NH N 




NH 



JUL 



NHPh 



RN 1084634-28-5 CAPLUS 

CN Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxyethyl ) amino ] -5- 
phenyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 



HO— CH2— CH2 — NH 



It 




XH 



JUL 



NHPh 



RN 1084634-38-7 CAPLUS 

CN Ethanediamide, Nl- [3- [4, 5-dihydro-2- [ (2-hydroxyethyl) amino] -4- 

(hydroxymethyl) -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 



HO— CH2 — CH2 — NH ^N 

- - -CH2— OH 



RN 1084634-84-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H?N— '(i— CH? — NH 



Me 




x:-: 



o o 

JUL 



RN 1084634-96-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H 2 N— '(i— C H 2 — N H. ^ \ \ 




x:-: 



o o 

JUL 



RN 1084635-08-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



NH— C— C— NHPh 

<=< 'J U 

H2N— C— CH2 — NH N ^ 



. CH2 — OH 



RN 1084635-54-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H2N— 'd— CH2 — NH N 



Me 




1TH. 



O O 

JUL 



RN 1084635-65-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H 2N — H — CH 2 — NH N 



Et 




NH 



O O 

JUL 



RN 1084635-77-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1084636-15-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1084636-24-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1084636-35-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1084637-17-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



O CH2 — Ph 
H?N— 'c— L fi- 



Xe 



NH N 




o o 



JH— 'c— 'c— NHPh 



RN 1084637-25-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H2N. 



O CH2 — Ph 
' — 'c — CH — NH 



Et 




x:-: 



o o 

JUL 



NHPh 



RN 1084637-32-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



NH— C— C— NHPh 

«=< n 'A 

0 CH 2 -Ph ^_// 
H2N— C— CH— NH - N - 



• CH2— OH 



RN 1084637-81-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



O CH2 — Ph 
H 2 N— 'c— CH— 




NH. 



O O 

JUL 



NHPh 



RN 1084637-93-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



0 CH2 — Ph 



H2N— '(i— CH— 



Et 




1TH. 



0 0 

JUL 



NHPh 



RN 1084638-04-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H2 



O CH2 — Ph 

n-Uh- 



• NH 




RN 1084638-50-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



CH? — Ph 



H2N— 'c— CH— NH .11 




NH. 



0 0 



NHPh 



RN 1084638-59-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



0 CH2 — Ph 



H2N — Hi — CH — 




IT H- 



0 0 

JUL 



NHPh 



RN 1084638-70-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



NH— C— C— NHPh 




RN 1084639-23-5 CAPLUS 

CN Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-2- [ ( 2 -hydroxy- 1 -methyl ethyl ) amino ] -4- 
methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084639-29-1 CAPLUS 

CN Ethanediamide, Nl- [ 3- [ 4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxy-l- 

methylethyl) amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084639-39-3 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4, 5-dihydro-4- (hydroxymethyl ) -2- [ ( 2 -hydroxy- 1- 
methylethyl) amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— HHPh 




RN 1084639-83-7 CAPLUS 

CN Ethanediamide, Nl - [3 - [ 4 , 5-dihydro-2- [ ( 2 -hydroxy- 1 -methyl ethyl ) amino ] -4 , 5- 
dimethyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084639-93-9 CAPLUS 

CN Ethanediamide, Nl- [ 3- [ 4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxy-l- 

methylethyl) amino] -5-methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 
NAME) 




RN 1084640-03-8 CAPLUS 

CN Ethanediamide, Nl - [3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- [ ( 2 -hydroxy- 1- 
methylethyl) amino] -5-methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 
NAME) 




RN 1084640-48-1 CAPLUS 

CN Ethanediamide, Nl - [3 - [ 4 , 5-dihydro-2- [ ( 2 -hydroxy- 1 -methyl ethyl ) amino ] -4- 
methyl-5-phenyl-4-thiazolyl]phenyl]-N2-phenyl- (CA INDEX NAME) 




RN 
CN 



1084640-60-7 CAPLUS 

Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxy-l- 
methylethyl) amino] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 



NAME ) 




RN 1084640-72-1 CAPLUS 

CN Ethanediamide, Nl - [3 - [ 4, 5-dihydro-4- (hydroxymethyl ) -2- [ ( 2 -hydroxy- 1- 
methylethyl) amino] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 
NAME) 



NH— C— C— NHPh 




RN 1084641-23-5 CAPLUS 

CN Ethanediamide, Nl- [3- [4, 5-dihydro-4-methyl-2- [ [l-methyl-2- (methylamino ) -2- 
oxoethyl] amino] -4-thiazolyl ] phenyl] -N2-phenyl- (CA INDEX NAME) 




RN 1084641-36-0 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4-ethyl-4, 5-dihydro-2- [ [l-methyl-2- (methylamino) -2- 
oxoethyl] amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084641-46-2 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4, 5-dihydro-4- (hydroxymethyl) -2- [ [ l-methyl-2 - 

(methylamino ) -2-oxoethyl ] amino] -4-thiazolyl ] phenyl ] -N2 -phenyl- (CA INDEX 



NAME ) 



NH— C— C— NHPh 




RN 1084641-94-0 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4, 5-dihydro-4, 5-dimethyl-2- [ [ l-methyl-2- 

(methylamino ) -2-oxoethyl] amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 
NAME) 




RN 1084642-04-5 CAPLUS 

CN Ethanediamide, Nl- [ 3- [ 4-ethyl-4, 5-dihydro-5-methyl-2- [ [l-methyl-2- 

(methylamino ) -2-oxoethyl] amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 
NAME) 




RN 1084642-16-9 CAPLUS 

CN Ethanediamide, Nl - [3 - [ 4, 5-dihydro-4- (hydroxymethyl ) -5-methyl-2- [ [ 1-methyl- 
2- (methylamino ) -2-oxoethyl] amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA 
INDEX NAME) 



NH— C— C— NHPh 



MeNH- 




RN 1084642-58-9 CAPLUS 

CN Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4-methyl-2- [ [ l-methyl-2- (methyl amino ) -2- 
oxoethyl] amino] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084642-68-1 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4-ethyl-4, 5-dihydro-2- [ [ l-methyl-2- (methylamino ) -2- 
oxoethyl] amino] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084642-79-4 CAPLUS 

CN Ethanediamide, Nl- [ 3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- [ [ l-methyl-2- 

(methylamino ) -2-oxoethyl] amino] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- 
(CA INDEX NAME) 



IIH— C— C— HHPh 




RN 1084655-27-5 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4 , 5-dihydro-2- [ ( 2-hydroxy-3-methyl-l-oxobutyl ) amino ] - 
4-methyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 




RN 1084655-36-6 CAPLUS 

CN Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxy-3-methyl-l- 
oxobutyl) amino] -4-thiazolyl ] phenyl] -N2-phenyl- (CA INDEX NAME) 




RN 1084655-48-0 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- [ ( 2 -hydroxy-3 -methyl - 
l-oxobutyl)amino]-4-thiazolyl]phenyl]-N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




RN 1084656-06-3 CAPLUS 

CN Ethanediamide, Nl- [3- [ 4 , 5-dihydro-2- [ ( 2 -hydroxy-3 -methyl- 1-oxobutyl ) amino ] - 
4, 5-dimethyl-4-thiazolyl]phenyl]-N2-phenyl- (CA INDEX NAME) 



i-Pr — if!— L 




RN 1084656-16-5 CAPLUS 

CN Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxy-3-methyl-l- 

oxobutyl) amino] -5-methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084656-27-8 CAPLUS 

CN Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- [ ( 2 -hydroxy-3 -methyl - 
1-oxobutyl) amino] -5-methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




RN 1084656-77-8 CAPLUS 

CN Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-2- [ ( 2 -hydroxy-3 -methyl- 1-oxobutyl ) amino ] - 
4-methyl-5-phenyl-4-thiazolyl]phenyl]-N2-phenyl- (CA INDEX NAME) 




RN 1084656-87-0 CAPLUS 

CN Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ ( 2-hydroxy-3-methyl-l- 

oxobutyl) amino] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084656-97-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



NH— C— C— NHPh 



i-Pr — 




1084657-51-1 CAPLUS 

Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4-methyl-2- [ (methylsulf onyl ) amino ] -4- 
thiazolyljphenyl] -N2-phenyl- (CA INDEX NAME) 



JI 



— NH 



Me 




x:-: 



o o 

JUL 



NHPh 



1084657-62-4 CAPLUS 

Ethanedi amide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ (methylsulf onyl ) amino ] -4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



JI 



— NH 



Et 




XH 



o o 

JUL 



XH? - 



1084657-74-8 CAPLUS 

Ethanedi amide, Nl - [3 - [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- 
[ (methylsulf onyl ) amino ] -4-thiazolyl ] phenyl ] -N2 -phenyl - 



(CA INDEX NAME) 



NH— C— C— NHPh 

,=< 'A 'A 

-'!-NH_ -N 

'o 



-CH2 — OH 



1084658-10-5 CAPLUS 

Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4, 5-dimethyl-2- [ (methylsulf onyl ) amino ] 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



JL 



NH 




NH 



O O 

JUL 



NHPh 



1084658-20-7 CAPLUS 

Ethanediamide, Nl- [3- [4-ethyl-4, 5-dihydro-5-methyl-2- 
[ (methylsulf onyl ) amino ] -4-thiazolyl ] phenyl ] -N2-phenyl- 



(CA INDEX NAME) 




1084658-31-0 CAPLUS 

Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -5-methyl-2- 
[ (methylsulfonyl) amino] -4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




1084658-91-2 CAPLUS 

Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4-methyl-2- [ (methylsulfonyl ) amino ] -5- 
phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




1084659-00-6 CAPLUS 

Ethanedi amide, Nl- [3- [4-ethyl-4, 5-dihydro-2- [ (methylsulfonyl ) amino ] -5- 
phenyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 




1084659-10-8 CAPLUS 

Ethanedi amide, Nl- [3- [ 4 , 5-dihydro-4- (hydroxymethyl ) -2- 

[ (methylsulfonyl ) amino ] -5-phenyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX 



NAME ) 



NH— C— C— NHPh 

'A 'A 



CH2 — OH 



RN 1084659-65-3 CAPLUS 

CN Ethanediamide, Nl- [3- (2-amino-4, 5-dihydro-4-methyl-4-thiazolyl ) phenyl ] -N2- 
phenyl- (CA INDEX NAME) 




RN 1084659-75-5 CAPLUS 

CN Ethanediamide, Nl- [3- ( 2-amino-4-ethyl-4, 5-dihydro-4-thiazolyl ) phenyl ] -N2- 
phenyl- (CA INDEX NAME) 




RN 1084659-82-4 CAPLUS 

CN Ethanediamide, Nl- [3- [2-amino-4, 5-dihydro-4- (hydroxymethyl ) -4- 
thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




RN 1084660-23-0 CAPLUS 

CN Ethanediamide, Nl- [3- ( 2 -amino- 4 , 5-dihydro-4, 5-dimethyl-4-thiazolyl ) phenyl ] - 
N2-phenyl- (CA INDEX NAME) 





:— NHPh 



RN 1084660-34-3 CAPLUS 

CN Ethanediamide, Nl- [3- ( 2-amino-4-ethyl-4, 5-dihydro-5-methyl-4- 
thiazolyl ) phenyl ] -N2-phenyl- (CA INDEX NAME) 




x:-: pi- 



rn 1084660-41-2 CAPLUS 

CN Ethanediamide, Nl- [3- [2-amino-4, 5-dihydro-4- (hydroxymethyl ) -5-methyl-4- 
thiazolyljphenyl] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




RN 1084660-78-5 CAPLUS 

CN Ethanediamide, Nl- [3- (2-amino-4, 5-dihydro-4-methyl-5-phenyl-4- 
thiazolyDphenyl] -N2-phenyl- (CA INDEX NAME) 




NHPh 



RN 1084660-90-1 CAPLUS 

CN Ethanediamide, Nl- [3- ( 2-amino-4-ethyl-4, 5-dihydro-5-phenyl-4- 
thiazolyl ) phenyl ] -N2-phenyl- (CA INDEX NAME) 




Et 



O O 



NH- 



JUL 



NHPh 



RN 1084660-98-9 CAPLUS 

CN Ethanediamide, Nl- [3- [2-amino-4, 5-dihydro-4- (hydroxymethyl ) -5-phenyl-4- 
thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 



RN 1084661-55-1 CAPLUS 

CN Ethanediamide, Nl- [3- [2- [ (2, 3-dihydroxypropyl ) amino] -4, 5-dihydro-4-methyl- 
4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




— NHPh 



RN 1084661-67-5 CAPLUS 

CN Ethanediamide, Nl - [3 - [ 4 , 5-dihydro-2- [ ( 2-hydroxy-3-methoxypropyl ) amino ] -4- 
methyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 



NH— C— C— NHPh 




OH 



Me 



MeO— CH2 



-C 



H— CH2 — NH 



:— NHPh 



RN 1084661-79-9 CAPLUS 

CN Ethanediamide, Nl- [3- [2- [ ( 3-amino-2-hydroxypropyl ) amino] -4, 5-dihydro-4- 
methyl-4-thiazolyl ] phenyl ] -N2-phenyl- (CA INDEX NAME) 




RN 1084661-90-4 CAPLUS 

CN Ethanediamide, Nl- [ 3- [ 4 , 5-dihydro-2- [ [ 2-hydroxy-3- 

( methyl amino ) propyl ] amino ] -4-methyl-4-thiazolyl ] phenyl ] -N2 -phenyl- (CA 
INDEX NAME) 




RN 1084662-04-3 CAPLUS 

CN Ethanediamide, Nl- [3- [2- [ [3- (acetylamino) -2-hydroxypropyl ] amino] -4, 5- 
dihydro-4-methyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 




RN 1084662-16-7 CAPLUS 

CN Ethanediamide, Nl- [3- [2- [ [3- (dimethylamino) -2-hydroxypropyl] amino] -4, 5- 
dihydro-4-methyl-4-thiazolyl]phenyl] -N2-phenyl- (CA INDEX NAME) 



Me2N 



OH 

— CH? — CH— CH? — 



Me 



NH .1 



■ NH- 



O O 

JUL 



NHPh 



RN 1084662-27-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1084662-40-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



RN 1084662-46-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



RN 1084663-11-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

t~ <55: -^'^ NH— i!— '<!— NHPh 

NHMe 

RN 1084663-21-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



V — NH — C — C — NHPh 

NHMe 



RN 1084663-32-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




RN 1084663-42-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




NHPh 



RN 1084663-52-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Me 




I I 0 0 

!] JJL 



NH- 



HHPh 



RN 1084663-62-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



HO—CH2 f^^-s 



NHPh 



NHMe 




RN 
CN 



1084663-86-4 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




NHPh 



RN 1084663-97-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



l HO—CH2 f^^, o o 



— C — C — NHPh 



NHMe 



RN 1084664-07-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




1 1 0 0 

11 JLL 



NH- 



NHPh 



RN 1084664-17-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



HO 




ll oo 

11 _ILL 



NH- 



NHPh 



HMe 



RN 1084664-29-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



H0—CH2 




NHMe 



0 0 
NH— — NHPh 



1084664-40-3 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



Me 




NH- 



0 0 

JUL 



NHPh 



NHMe 



1084664-51-6 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




|1 0 0 

NH— — NHPh 



1084664-61-8 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



HO—CH2 fi^~~~~> 



— C— C— NHPh 



NHMe 



1084664-72-1 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




0 0 

JUL 



NHPh 



RN 1084664-89-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




1 1 0 0 

1 JUL 



NH- 



NHPh 



RN 1084665-01-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Me 

Me' 



4 HO—CH2 rtf^^-i 

ys r Uv,,j_i 
s ^ 



— i— 'C— HHPh 



NHMe 



RN 1084665-11-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Me 




ll oo 

11 JUL 



NH- 



NHPh 



RN 1084665-25-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




HE 



0 0 

JUL 



NHPh 



HMe 



RN 1084665-38-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Ph 

Me' 



?h HO—CH2 .-S? 7 ^. 



— C— C— NHPh 



NHMe 



RN 1084665-55-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




1 1 0 0 

1 JUL 



NH- 



NHPh 



RN 1084665-70-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




1 1 0 0 

11 JUL 



NH- 



NHPh 



RN 1084665-81-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



HO 
Me 




HO—CH2 r-S^^, 



NHPh 



NHMe 



RN 1084665-94-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




1084666-05-6 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




1084666-17-0 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




1084666-29-4 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




0 

'<i— NHPh 



1084666-38-5 CAPLUS 

INDEX NAME NOT YET ASSIGNED 




0 0 

JUL 



NHPh 



RN 1084666-47-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



4 HO—CH2 .-S? 7 ^. 



— C— C— NHPh 



NHMe 



RN 1084666-59-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




I I oo 

II JUL 



NH- 



HHPh 



RN 1084666-71-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 




ll o 0 

11 JUL 



NH- 



NHPh 



RN 1084666-84-1 CAPLUS 
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related compds . as inhibitors of proteinase BACE-1 and production of 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . [I; ring A = each (un) substituted carbocyclic or 

heterocyclic ring group; E = a bond, Alkl, O-Alkl, S-Alkl, N(R0)-Alkl; Alkl = 
lower alkylene or alkenylene; R0 = H, lower alkyl, acyl; X = S, O, NR1; Rl = 
H, lower alkyl; R2a, R2b = H, HO, each (un) substituted lower alkyl, lower 
alkenyl, NH2, amidino, acyl, CONH2, carbamoylcarbonyl , lower alkylsulf onyl , 
arylsulf onyl , or heterocyclyl ; R3a, R3b, R4a, R4b = H, halo, HO, each 
(un) substituted lower alkyl, lower alkenyl, acyl, lower alkoxycarbonyl , NH2, 
CONH2, carbocyclyl, or heterocyclyl, C02H; n, m = an integer of 0-3, provided 
that n+m = 1-3; R5 = H, each lower alkyl, lower alkenyl, lower alkynyl, 
carbocyclyl, or heterocyclyl], pharmaceutically acceptable salts thereof, or 
hydrates thereof were prepared These compds. inhibit proteinase BACE-1 and 
the production of amyloid (3 protein and are useful for treatment of diseases 
induced by the production, secretion, or deposition of amyloid (3 protein, in 
particular Alzheimer's disease. Thus, addition reaction of N- ( 3-acetyl-5- 



bromophenyl ) -2 , 2 , 2- trif luoroacetamide with vinylmagnesium chloride in 
THF/Et20 in a dry ice-acetone bath for 20 min, under ice cooling for 30 min, 
and at room temperature for 35 min gave an allyl ale. (II) which under went 
condensation reaction with thiourea in 1 M HCl/EtOAc solution at room 
temperature for 69 h and at 40° for 45 h to give an isothiourea (III) . 
Cyclization of III in the presence of CF3S03 in CF3C02H at room temperature 
for 3.5 h gave an 2-amino-4-phenyl-4, 5-dihydro-5H-l , 3-thiazine (IV; R = H, Rl 
= CF3CO) which underwent N-protection with di (tert-butyl ) dicarbonate in the 
presence of Et3N in THF under ice-cooling for 2 h and at room temperature for 
3 h to give IV (R = Boc, Rl = CF3CO) . IV (R = Boc, Rl = CF3CO) was treated 
with a mixture of 1 M NaOH aqueous solution and THF at 50° for 4 h and then 
with 4 M HC1/1, 4-dioxane solution to give IV.2HC1 (R = Rl = H) . The compound 
(V) at 10 mg/kg p.o. in vivo lowered amyloid (3 protein by 50.1% in rat brain 
after 3 h. [This abstract record is one of 4 records for this document 
necessitated by the large number of index entries required to fully index the 
document and publication system constraints.]. 
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RL: PAC (Pharmacological activity); PRPH (Prophetic); SPN (Synthetic 
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(preparation of 2-amino-4-phenyl-4, 5-dihydro-5H-l , 3-thiazine derivs. and 
related compds . as inhibitors of proteinase BACE-1 and production of 
amyloid (3 protein for treatment of Alzheimer's disease) 
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RL: PAC (Pharmacological activity); PRPH (Prophetic); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); USES (Uses) 

(preparation of 2-amino-4-phenyl-4, 5-dihydro-5H-l , 3-thiazine derivs. and 
related compds . as inhibitors of proteinase BACE-1 and production of 
amyloid (3 protein for treatment of Alzheimer's disease) 
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PATENT NO. KIND DATE APPLICATION NO. DATE 



DE 102007025424 Al 20081204 DE 2007-102007025424 20070530 

PRIORITY APPLN. INFO.: DE 2007-102007025424 20070530 

AB The title complexes [ (MxLC) yMlz] n (A) m (1, M = chromophore moiety, LC = 

collector ligand, Ml = catalytic moiety, A = anion, n, m, x, y, z = 1-3), 
designed as multi-electron transfer photocatalysts, preferably bi- and 
trinuclear platinum-group metal complexes [ [ (LI ) nM2 ] 2 (u-L2 ) M3X2 (L3 ) m] [A] k [2, 
LI, L3 = (un) substituted 2 , 2 ' -bipyridine, 1 , 10-phenanthroline and similar 
ligands; L2 = tetra- or hexadentate bridging aromatic (poly ) heterocyclic 
ligands; n = 2, m = 0, M2 = Ru, M3 = Pt, X = halo, A = PF6] were prepared by 
complexation of metal M2 compound with an appropriate ligands LI and bridging 
precursors L4R (preferably, R = B(OH)2, halo), followed by coupling of the 
complexes [ (LI ) nM2 (L4 ) ] [A] 1 with bifunctional bridge unit L5X2 [X = B(OH)2, 
halo; L4-L5-L4 = L2]. In an example, complexation of [ (tBu-bpy ) 2RuC12 ] with 
5-chloro-l , 1 0-phenanthroline gave [ (tBu-bpy) 2Ru (5-Cl-phen) ] [PF6]2, which upon 
Suzuki coupling with 4 , 4 ' -diborono-2 , 2 ' -bipyridine in 2:1 mol. ratio gave the 
complex [ (tBu-bpy) 2Ru (u-5-phen-4, 4 '-C5H4N-2, 2 ' -C5H4N-5- phen) Ru ( tBu- 
bpy) ] [PF6] 4 (la). The complex la was reacted with K2PtC14, affording [ (tBu- 
bpy ) 2Ru (]i3-5-phen-4 , 4 ' -C5H4N-2 , 2 ' -C5H4N-5- phen) PtC12Ru (tBu-bpy) ] (lb), with 
platinum moiety complexed to the central bipyridine chelate site. The compds . 
serve for the use as high-activity photo catalysts. 
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AB The invention discloses, compds . of formula I that are useful for a variety of 
therapeutic applications, e.g., for modulating amyloid-beta levels. 



Accordingly, invention compds . find use in the treatment of a variety of 
diseases. Compns. and kits comprising invention compds. are also provided. 
In one aspect of the invention, there are provided compds. of formula I which 
have activity in modulating levels of amyloid-beta. As a result, such compds. 
are applicable for treating diseases associated with aberrant levels of A(3 
and/or any condition in which modulation of A(3 levels provides a therapeutic 
effect. Compds. of formula I wherein A and B are independently 
(un) substituted (hetero) arylene; C is (un) substituted (hetero)aryl and 
(un) substituted fused benzocyclohexyl ; X is 0, S and N-CN; Za and Zb are 
independently H, (un) substituted alkyl, (un) substituted cycloalkyl, 
(un) substituted alkenyl, (un) substituted alkynyl, etc.; La is covalent bond, 
(un) substituted methylene, 0, S, NH and derivs . SO, and S02; Lb is covalent 
bond, C=C, C.tplbond.C, 0, 0CH2, NH and derivs. N=N, CO, CONH and derivs., 
etc.;' and their pharmaceutically acceptable salts and prodrugs thereof, are 
claimed. Example compound II was prepared by a general procedure (procedure 
given). All the invention compds. were evaluated for their beta-amyloid 
modulatory activity. From the assay, it was determined that compound II 
exhibited IC50 value of < 200 nM. 




RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of aryl ureas as P-amyloid modulators 
useful in the treatment of (3-amyloid-associated diseases) 
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CN Urea, N- [ [ 3-methoxy-4- ( 4-methyl-lH-imidazol-l-yl ) phenyl ] methyl ] -N ' - ( 2 , 4, 5- 
trimethylphenyl) - (CA INDEX NAME) 
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CN Urea, N- (2, 5-dimethylphenyl ) -N ' - [ [3-f luoro-4- ( 4-methyl-lH-imidazol-l- 
yl ) phenyl] methyl ] - (CA INDEX NAME) 




Me 
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(2, 4, 5-trimethylphenyl) - (CA INDEX NAME) 
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Thiourea, N- [1- [3-fluoro-4- ( 4-methyl-lH-imidazol-l-yl ) phenyl ] ethyl] -N- 
methyl-N' - (2, 4, 5-trimethylphenyl) - (CA INDEX NAME) 
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1 , 3-Dialkyl-8- (hetero) aryl-9-OH-9-deazaxanthines as 
potent A2B adenosine receptor antagonists: Design, 
synthesis, structure-affinity and 
structure-selectivity relationships 
Stefanachi, Angela; Nicolotti, Orazio; Leonetti, 
Francesco; Cellamare, Saverio; Campagna, Francesco; 
Loza, Maria Isabel; Brea, Jose Manuel; Mazza, 
Fernando; Gavuzzo, Enrico; Carotti, Angelo 
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Bioorganic & Medicinal Chemistry (2008), 16(22), 

9780-9789 

CODEN: BMECEP; ISSN: 0968-0896 
Elsevier Ltd. 
Journal 
English 

A number of 1 , 3-dialkyl-8- (hetero) aryl-9-OH-9-deazaxanthines were prepared and 
evaluated as ligands of recombinant human adenosine receptors (hARs). Several 
1,3-di-Pr derivs. endowed with nanomolar binding affinity at hA2B receptors, 
but poor selectivity over hA2A, hAl and hA3 AR subtypes were identified. A 
comparison with the corresponding 7-OH- and 7, 9-unsubstituted-deazaxanthines 
revealed that 9-OH-9-deazaxanthines are more potent hA2B ligands with lower 
partition coeffs. and higher water solubility compared to the other two 
congeneric classes of deazaxanthines . An optimization of the para-substituent 
of the 8-Ph ring of 9-OH-9-deazaxanthines led to the discovery of compound 38, 
which exhibited outstanding hA2B affinity (Ki = 1.0 nM) , good selectivity over 
hA2A, hAl and hA3 (selectivity indexes = 100, 79 and 1290, resp.) and 
excellent antagonist potency in a functional assay on rat A2B (pA2B = 9.33) . 
1084328-44-8P 
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AB A new lH-pyrazole-3-carboxylic acid I, along with hydrazono-pyridazinone II, a 
byproduct, and its derivs., e.g., diesters and diamides of I and 
pyrazolopyridazines III (R = H, Me, Ph, 4-carboxyphenyl), were synthesized and 
the structures confirmed by IR and 1H and 13C NMR data. These new compds . 
were evaluated for their antibacterial activities against Gram-pos. and Gram- 
neg. bacteria using the tube dilution method. The minimal inhibitory 
concentration expts. revealed that most compds. exerted inhibitor effects 
against Klebsiella pneumonia, Escherichia coli, Bacillus subtilis, and 
Xanthomonas compestris test microorganisms. Moreover, the results showed that 
III were the best compds. of the series, exhibiting antibacterial activity 
against both Gram-pos. and Gram-neg. bacteria. 
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AB Fused-ring pyrazole and pyrazoline derivs. with biol. -active functional groups 
were prepared and selected by the NCI for in-vitro antitumor screening. Six 
compds. I (e.g., Rl = S02NH2, R2R3 = bond; Rl = S02NHCONHPh, R2 = R3 = H, 
etc.) successfully passed through the primary 3-cell line assay and were 
promoted for the full panel 60-cell line assay. These active compds. exhibited 
broad spectra of antitumor activity against most of the tested tumor cell 
lines. Compound I [Rl = S02NHCONH (C-C6H11 ) , R2R3 = bond] proved to be the 
most active antitumor agent in the present study with GI50, TGI and LC50 MG- 
MID values of 8.12, 25.7 and 69.2 fiM, resp. , with high sensitivity towards 
some leukemia, melanoma and renal cell lines. The other five active compds. 
showed variable degrees of appreciable antitumor activity (GI50 and TGI MG-MID 
values range 14.1-19.5 and 38.0-53.7 (xM, resp.). 
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Synthesis, crystal structure and configuration of 
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Multi-functional carbamoyloxyl groups were introduced on the outer periphery 
of tetraaryl and tetraf errocenyl resorcinarenes by two practical synthetic 
procedures. The first one is direct alkylation of phenolic hydroxyl groups of 
resorcinarenes with N, N-dialkyl-a-chloroacetamide in the system of 
K2C03 /KI /acetone . The second one is aminolysis of ester derivs. of 
resorcinarenes with excess amine such as dimethylamine and butylamine. 
Determined by the single crystal structures these resorcinarene amides usually 
show rctt ( cis-trans-trans ) and rccc (all-cis) configuration. The 
electrochem. properties of ferrocenyl resorcinarenes amides were also studied 
by cyclic voltammetry. 
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AB In 2-(2-{3-[4- (dimethylamino) phenyl ] -1 , 2 , 4-oxadiazol-5-yl }phenoxy ) -N- (2,6- 
dimethylphenyl ) acetamide, C26H26N403, a bifurcated intramol. N-H...(0,N) H 
bond helps to establish the mol. conformation. The dihedral angles between 



the oxadiazole ring and the adjacent benzene rings are 14.10(19) and 
17.90(18)° for the central benzene ring and the (dimethylamino) phenyl ring, 
resp. Crystallog. data are given. 
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AB Novel compds. of the formula R1R2C6H3-W-X-Y-T in which W, X, Y, T, Rl and R2 
are as defined in Patent Claim 1, are inhibitors of coagulation factor Xa and 
can be employed for the prophylaxis and/or therapy of thromboembolic 
disorders. Thus, 3- ( 5-methyl-l , 2 , 4-oxadiazol-3-yl ) phenol wa reacted with Et 
2-bromovalerate, sodium hydroxide, thionyl chloride, 4-morpholin-4-ylaniline, 
followed a hydrogenation in acetic acid to give 2- (3-amidinophenoxy) -N- ( 4- 
morpholin-4-ylphenyl ) valeramide acetate, showing IC50=3xl0-7 M and 
IC50=4 . 9x10-7 M. 
IT 1101046-62-1 11 01046-64-3 
RL: PRPH (Prophetic) 

(Preparation of phenyl derivatives containing inhibitors of coagulation 
factor for prophylaxis and/or therapy of thromboembolic disorders) 
RN 1101046-62-1 CAPLUS 

CN Acetic acid, 2- [5- [ [2- [3- (5-methyl-l, 2, 4-oxadiazol-3-yl ) phenoxy ] -2- 

phenylacetyl ] amino ] -2- ( 2-oxo-l-piperidinyl ) phenoxy ] -, ethyl ester (CA 
INDEX NAME) 



O 




RN 1101046-64-3 CAPLUS 

CN Acetic acid, 2- [ 5- [ [ 2- [ 3- ( 5-methyl-l , 2 , 4-oxadiazol-3-yl ) phenoxy ] -2- 

phenylacetyl] amino] -2- (2-oxo-l-piperidinyl)phenoxy] - (CA INDEX NAME) 
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Preparation of 

ureidomethylbenzoylaminodif luoropropionates as 

glucagon antagonists/inverse agonists. 

Jorgensen, Anker Steen; Madsen, Peter 

Novo Nordisk A/S, Den. 

PCT Int. Appl., 85 pp. 
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OTHER SOURCE (S 
AB 



MARPAT 136 
H02CCF2CH2NHCOZCHR2N (E) XD [R2 



(substituted) arylene, 



385945 

= H, alkyl; Z 

heteroarylene; X= (CH2 ) q (CR12R13 ) r (CH2 ) s, CO (CR12R13 ) r (CH2 ) s, 

NRllCO(CR12R13)r(CH2)s, etc.; r = 0, 1; s = 0-3; Rll, R12, R13 = H , alkyl; D 
= (substituted) Ph, naphthyl, pyridyl, indenyl, benzothienyl , thienyl, furyl, 
benzofuryl, etc.; E = (substituted) cyclohexyl, Ph, PhCH2, PhCH2CH2, indanyl, 
benzhydryl, etc.], were prepared Thus, Me 4- [ ( 4-cyclohex-l- 
enylphenylamino ) methyl ] benzoate (preparation given) in CH2C12 containing 
diisopropylethylamine was treated with 3 , 5-dichlorophenyl isocyanate to give a 
residue which was saponified with LiOH. The resulting acid in DMF was treated 
with 3- [ (dimethyliminium) (dimethylamino) methyl ] - 1 , 2 , 3-benzotriazol-l-ium-l- 
olate hexaf luorophosphate, diisopropylethylamine, Me 3-amino-2,2- 
dif luoropropionate hydrochloride to give the uncharacterized amide ester, 
which was saponified with aqueous LiOH in THF/MeOH to give 3-[4-[l-(4- 
cyclohex-l-enylphenyl ) -3- ( 3 , 5- dichlorophenyl ) ureidomethyl ] benzoylamino ] -2 , 2- 
dif luoropropionic acid. In a human glucagon receptor binding assay, title 
compds . showed IC50<1000 nM. 
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(Preparation of ureidomethylbenzoylaminodif luoropropionates as glucagon 
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AB The title compds . I [A = NH, 0, S, N:CH, CH:CH; B = N, CH; d = 0-2; LI = bond, 
0; L2 = CHR6, CH2CHR6; Rl = H, carboxy protecting group; R2 = H, aminoalkyl , 
alkyl, cycloalkyl, etc.; R3 = H, alkoxy, alkoxyalkenyl , carboxy, etc.; R4 = H, 
alkoxy, aryl, heteroaryl, etc.], protein tyrosine kinase PTP1B inhibitors, 
were prepared. E.g., N-benzyl-2-hydroxy-N- ( ( 4 , 1 ' -binaphth-1- 
yl ) methyl ) amino ( oxo ) acetic acid was prepared I may be used for treatment of 
type II diabetes or obesity. 
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RL: PRPH (Prophetic) 

(Preparation of amino ( oxo ) acetic acid derivatives as protein tyrosine 
phosphatase inhibitors) 
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AB Title compels. I [A = N(H), O, S, N=C(H), C(H)=C(H), etc.; B = N, C(H); with 

the proviso that when A is N=C(H) or C(H)=C(H), B is C(H); p = 0-2; LI = bond, 
O; L2 = CHR6, CH2CHR6; Rl = H, carboxy protecting group; R2 = H, aminoalkyl , 
cycloalkyl (alkyl) , cycloalkenyl (alkyl) , (hetero ) aryl , heterocycle, etc.; R3 = 
H, alkoxy, alkoxyalk (en) yl, alkoxyalkoxy, alkoxycarbonyl , alkoxycarbonylalkyl , 
alkoxycarbonylalkenyl , alkoxycarbonylalkoxy, aryl, arylalkyl, arylalkenyl, 
arylalkoxy, carboxamido, carboxamidoalkyl, etc.; R4 = H, alkoxy, loweralkoxy, 
alkoxycarbonylalkyl, alkoxycarbonylalkenyl, aryl, arylalkyl, arylalkoxy, 
arylthioxyalkyl , carboxamidoalkenyl, carboxamidoalkyl, carboxyalkyl , 
carboxylalkenyl , heteroaryl, etc.; with the proviso that at when R4 = H, at 
least one of R3 is other than H; R6 = H, aryl, arylalkyl, heteroaryl, 
heteroarylalkyl , cycloalkyl, cycloalkylalkyl , cycloalkenyl, cycloalkenylalkyl , 
etc.] were prepared Over 70 synthetic examples were provided. For instance, 
4-bromophenylacetonitrile was alkylated with cyclohexyl bromide (DMF/benzene, 
NaH, 0°C) to give ( 4-bromophenyl ) (cyclohexyl) acetonitrile which was 
subsequently reduced to the amine (PhMe, DIBAL-H — > BH3»THF) , the amine 
acylated with Et oxalyl chloride (CH2C12, 0°C) and saponified to give II. 
Example compds . were found to inhibit protein tyrosine phosphatase PTP1B with 
inhibitory potencies in a range of about of about 3 uM to about 100 |iM. I are 
used for the treatment of type II diabetes and obesity. 
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(un) substituted 



(hetero) aryl] were prepared Thus, 2- (02N) C6H4C ( :NOH) NH2 (preparation given) 
N-was alkenylated by Me02CC . tplbond . CC02Me and the product cyclized to give, 



IT 



RN 
CN 



after reduction, N-acylation, and saponification, I [R = 2- (2- 
C1C6H4CH2NHCONH) C6H4] . Data for biol. activity of I were given. 
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AB Title compds. RIOC (O) -A-CR2R3-N (R4) -C (O) -Z-CHR5-N (E) -X-D [Rl-5 = H, alkyl; A = 
C(O), CH-alkoxy, CHF; Z = (un) substituted arylene or a divalent radical 
derived from a 5 or 6 membered heteroarom. ring containing 1 or 2 heteroatoms 
selected from N, O and S; X = alkyl, acyl, amido, etc.; D = (un) substituted 
Ph, naphthyl, pyridyl, benzothiophenyl, etc.; E = (un) substituted cyclohexyl, 
Ph, benzyl, phenethyl, etc.; I] were prepared Examples include data for 73 
compds., two glucagon receptor binding assays and a glucose-dependent 
insulinotropic peptide (GIP) receptor binding assay. E.g., 4- 
cyclohexylaniline was reductively alkylated with 4-formyl benzoic acid Me 
ester (MeOH, HOAc, NaCNBH3) in 87% yield. The amine was added to an 
isocyanate derived from 5-methoxy-3-trif luoromethylaniline (preparation given; 
CH2C12, room temperature) to give a urea as an oil that was saponified (EtOH, 
NaOH, room temperature, 16 h) to give the solid carboxylic acid in 49% yield. 
The carboxylic acid was coupled to (R) -isoser ine Et ester (DMF, HOBt, EDAC) 
followed by hydrolysis to give example compound II as a crystalline solid. In 
a glucagon receptor binding assay, compds. of the invention had IC50 < 1500 nM 
and many were below 250 nM. I are useful in the treatment or prevention of 
any diseases wherein a glucagon antagonistic action is beneficial, such as 
hyperglycemia, type 1 diabetes, type 2 diabetes, disorders of lipid metabolism 
and obesity. 
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AB Title compds. [I; E = (substituted) 1 , 2-phenylene ; A = O, S, N, NR5, CR14; G = 
C, N; when G = C, then A = O, S or NR5 and the floating double bond is 
attached to G; when G = N, then A = N or CR14 and the floating double bond is 
attached to A; W = O, S, NH, NA, NOA; A = alkyl; X = OR1, SOR1, halo; Rl = 
alkyl, haloalkyl, alkenyl, haloalkenyl, alkynyl, haloalkynyl, cycloalkyl, 
alkylcarbonyl , alkoxycarbonyl ; R2 = H, alkyl, haloalkyl, alkenyl, haloalkenyl, 
alkynyl, haloalkenyl, cycloalkyl, alkylcarbonyl, alkoxycarbonyl, OH, alkoxy, 
AcO; R5 = H, alkyl, haloalkyl, alkenyl, haloalkenyl, alkynyl, haloalkynyl, 
cycloalkyl, alkylcarbonyl, alkoxycarbonyl; R14 = H, halo, alkyl, haloalkyl, 
alkenyl, haloalkenyl, alkynyl, haloalkynyl, cycloalkyl; Y = NR15, CO, 
CHR150C ( S ) NR15 , etc.; R15 = H , alkyl, cycloalkyl, (substituted) Ph, PhCH2, 
etc.; Z = (substituted) alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl , Ph, 
heterocyclyl , etc.], were prepared Thus, 4- [ 2- (bromomethyl ) phenyl ] -2 , 4- 
dihydro-5-methoxy- 2-methyl-3H-l , 2 , 4-triazol-3-one (preparation given) was 
treated with 4 ' -chlorothiopropionanilide and KOCMe3 followed by stirring 
overnight and brief reflux to give [ [ 2- ( 1 , 5-dihydro-3-methoxy-l-methyl-5-oxo- 
4H-1 , 2 , 4- triazol-4-yl) phenyl ] methyl ] -N- ( 4-chlorophenyl ) propanimidothioate . 
Several I at 200 ppm gave complete control of Puccinia recondita on wheat 
seedlings . 
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(Preparation of aryltriazolones as agrochemical fungicides.) 
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Title compds . [I; Q = O, S ; Rl = H, amino, alkyl, cyanoalkyl, haloalkyl, 
alkoxyalkyl ; R2 = CHO, hydroximinomethyl, cyano, C02H, alkoxycarbonyl , 
carbamoyl, thiocarbamoyl , alkyl, haloalkyl; R3 = H, cyano, halo, haloalkyl; R4 
= H, halo, alkyl, haloalkyl; R5 = (substituted) Ph, naphthyl, pyridyl], were 
prepared Thus, Et 3-amino-4 , 4 , 4-trif luorocrotonate in N-methylpyrrolidone was 
treated with NaH and then with N- [ 4- ( 2 , 6-dichloropyridin-4-yl ) thiazol-2-yl ] -O- 
ethylurethane (preparation given) followed by 6 h heating at 160° to give 58% 
1- [ 4- ( 2 , 6-dichloropyridin-4-yl ) thiazol-2-yl ] -4-trif luoromethy 1-3 , 6-dihydro- 
2 , 6-dioxo-l ( 2H) -pyrimidine . The latter was stirred with l-aminooxy-2 , 4- 
dinitrobenzene and NaHC03 in DMF to give 43% 3-amino-l- [ 4- ( 2 , 6- 
dichloropyridin-4-yl ) thiazol-2-yl ] -4-trif luoromethy 1-3 , 6- dihydro-2 , 6-dioxo- 
1 ( 2H) -pyrimidine . The latter was said to have strong activity against weeds 
combined with good crop tolerance. 
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AB The title compels. (I) [where R = (un) substituted amino ( alkyl ) or aminoethoxy, 
or (CH2)m'R3; m and m' = independently 0, 1, or 2; R3 = H, OH, alkoxy, amino 
ester, amino acid, or (un) substituted amino; R' = H, OH, or (un) substituted 
alkoxy] were prepared as inhibitors of 190 kDa multidrug resistance protein 

(MRP1) for inhibiting resistant neoplasms (14 specific neoplasm types 
claimed). Selected invention compels, were prepared via solution and solid 
phase combinatorial synthetic methods. For example, 3- ( 2-chloro-6- 
f luorophenyl ) -5-methyl-4-isoxazoyl chloride was coupled with N-(5- 
methylisoxaz-3-oyl ) -3-aminobenzylamine to form the amide followed by treatment 
with NaOH to yield the cyclized title compound (II). Several general 
procedures using substituted polystyrene resins for combinatorial preparation 
of title compds . were given. Representative compds . demonstrated significant 
reversal of MRP1 multiple drug resistance, and many compds. gave significant 
enhancement of oncolytic agent activities (no data) . A large majority of the 
compds. tested were also said to have displayed a significant degree of 
selective inhibition of the HL60/ADR cell line over the HL60/VCR cell line in 
an assay for reversal of MRPl-mediated doxorubicin and vincristine resistance 

(no data) . 
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(Preparation of isoxazoloquinolinones as multidrug resistance protein 
(MRP1) inhibitors) 
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CN Urea, N- [3, 5-bis (trif luoromethyl ) phenyl ] -N ' - [ [3- ( 9-chloro-3-methyl-4- 
oxoisoxazolo [ 4, 3-c] quinolin-5 ( 4H) -yl ) phenyl ] methyl ] - (CA INDEX NAME) 
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CN Thiourea, N- [3, 5-bis ( trif luoromethyl ) phenyl ] -N ' - [ [ 3- ( 9-chloro-3-methyl-4- 
oxoisoxazolo [ 4, 3-c] quinolin-5 ( 4H) -yl ) phenyl ] methyl ] - (CA INDEX NAME) 
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AB Title compds. (I; A = O, S, N, NR5, CR7; G = C, N; T = Q1-Q4; YZ = group 
consisting of >3 atoms selected from C, N, O, S, Si, Ge, provided that >2 
atoms = C, and addnl. atoms selected from H, F, CI, Br, I; X = OR1, SOmRl, 
halo; W = O, S ; Rl = alkyl, haloalkyl, alkenyl, haloalkenyl, alkynyl, 
haloalkynyl, cycloalkyl, alkylcarbonyl, alkoxycarbonyl ; R3 = halo, CF3, alkyl, 



alkoxy; R4 = H, halo, CF3, alkyl, alkoxy; R2 , R5, R6 = H, alkyl, haloalkyl, 
alkenyl, haloalkenyl, alkynyl, haloalkynyl, cycloalkyl, alkylcarbonyl , 
alkoxycarbonyl ; R7 = H, halo, Me; m = 0-2; p = 0, 1; 1 dotted line = double 
bond; with provisos), were prepared Thus, l-[3- 

(trif luoromethyl ) phenyl ] ethanone oxime was stirred 1 h in DMF; Me (E)-(5- 
bromomethyl ) -a-methoxyimino-2-methylbenzeneacetate (preparation given) was 
added and the mixture was stirred 18 h to give Me (E) -a-methoxyimino-2-methyl- 
5-[[[[l-[3- 

(tr if luoromethyl ) phenyl ] ethylidene] amino] oxy ] methyl ] benzeneacetate . The 
latter at 200 ppm gave 98% control of erysiphe graminis on wheat. 
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AB The triazole derivs, I [T = (un) substituted triazolone, etc.; U = halo or 

(halo)alkyl; V = H, halo, alkyl, CN, N02 or alkoxy; YZ = group of >5 atoms (C, 
N, O S Si and/or Ge), provided that >2 atoms are C], their N-oxides and/or 
salts, are prepared and enriched in the more active isomer with respect to the 



relative positions of U, T and YZ . The enantiomerically-enriched compds . 
control fungi and arthropods. 
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AB The title compds . [I; E = (un) substituted 1, 2-phenylene, naphthalene, 5-12 

membered monocyclic and fused bicyclic heteroaryl; A = 0, S, N, NR5, CR14; G = 
C, N (provided that when G = C, then A = 0, S, NR5 and the floating double 
bond is attached to G; and when G = N, then A = N, CR14 and the floating 
double bond is attached to A); W = 0, S, NH, N (Cl-6alkyl ) , NO (Cl-6alkyl) ; X = 
0R1, S(0)mRl, halo; Y = 0, S(0)n, NR15, etc.; Z = (un) substituted C3-8 
cycloalkyl, C3-8 cycloalkenyl , Ph, etc.; Rl = Cl-6 alkyl, Cl-6 haloalkyl, C2-6 
alkenyl, etc.; R2 = H, Cl-6 alkyl, Cl-6 haloalkyl, etc.; R5 = H, Cl-6 alkyl, 
Cl-6 haloalkyl, etc.; R14 = H, halo, Cl-6 alkyl, etc.; R15 = H, Cl-3 alkyl, 
C3-6 cycloalkyl, etc.; m, n = 0-2], useful for controlling plant diseases 
caused by fungal plant pathogens, and for controlling arthropods, were 
prepared Thus, reaction of 2 , 4-dihydro-4- ( 2-hydroxyphenyl ) -5-methoxy-2- 
methyl-3H-l , 2, 4-triazol-3-one with 3-iodo-5- (methylsulf onyl ) -1,2, 4-thiadiazole 
in the presence of K2C03 in Me2C0 followed by reacting the resulting 2,4- 
dihydro-4- { 2- [ ( 3-iodo-l , 2 , 4-thiadiazol-5-yl ) oxy] phenyl } -5-methoxy-2- methyl- 
3H-1 , 2 , 4-triazol-3-one with 2-ethynylpyridine in the presence of Cul, 
PdC12(PPh3)2 and Et3N in DMF afforded the title compound II which showed 95% 
control against Erypsiphe graminis (the causal agent of wheat powdery mildew) 
at 500 g/ha. 
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AB Asym. oxalylbis [ arylamides ] 2 , 4-R7R6C6H3NH-COCONHC6R1R2R3R4R5-2 , 3 , 4 , 5 , 6 (I) 

were prepared and used for the stabilization of cellulose acetate, poly (vinyl 
chloride) , polyethylene, polypropylene, polyesters, olive oil, 
polyacrylonitrile, polyamides, and nitrocellulose against uv degradation. 
Thus, 22.3 parts p-MeOC6H4NHCOCOC02Et was heated with 10.9 parts 2-aminophenol 
at 175-80° in the presence of 0.5 part H3B03, the ale. formed removed by 
distillation, the precipitate dissolved in HCONMe2, and H20 added to the 
solution to give 26 parts I (Rl = OH, R2 = R3 = R4 = R5 = R7 = H, R6 = OMe) 

(II) , m. 213-14°. II (2.9 parts) was dissolved in 10 parts Me2CO and a 
solution of 0.4 part NaOH in 10 parts water, 0.1 part Na2C03 added, 1.4 parts 
Me2S04 added dropwise, the mixture stirred 4 hrs. at 45°, MeOH added, and the 
mixture cooled to give I (Rl = R6 = OMe, R2 = R3 = R4 = R5 = R7 = H) , m. 160- 
1°. II (5.8 parts) was dissolved in 20 parts Me2SO containing 0.8 part NaOH, 
6.7 parts octadecyl bromide added at 20°, the mixture stirred 4 hrs. at 45°, 
and MeOH added to give 10 parts I [Rl = 0(CH2)17Me, R6 = OMe, R2 = R3 = R4 = 
R5 = R7 = H] , m. 90.5-1.5°. I (R3 = OH, R6 = OEt, Rl = R2 = R4 = R5 = R7 = H) 
was heated with C6H4C12 in the presence of capryloyl chloride at 120-40° to 
give I [R3 = 02C(CH2)6Me, R6 = OEt, Rl = R2 = R4 = R5 = R7 = H] , m. 219-21°. 

I (R3 = R4 = R6 = CI, Rl = R2 = R5 = R7 = H) , m. 234-5°, was prepared by 
heating p-ClC6H4NHCO-C02Et with 3 , 4-C12C6H3NH2 in the presence of H3B03 . I 
was added to the organic material in 0.2-2% concentration The following I (R5 
= R7 = H) were also prepared (Rl, R2, R3, R4, R6, and m.p. given) : H, Me, H, 
Me, OMe, 191-2°; H, CI, H, CI, OMe, 233-4°; H, CI, H, CF3, OMe, 198-9°; H, 
CF3, H, CF3, OMe, 182-3°; (R1R2 =) CH:CHCH:CH, H, H, OMe, 198-9°; CI, H, H, H, 
OMe, 166-7°; Me, H, H, H, OMe, 194-5°; H, H, Me, H, OMe, 230-1°; H, H, Br, H, 
OMe, 280-1°; H, H, CI, H, OMe, 267-8°; H, H, NMe2 , H, OMe, 243-4°; Ph, H, H, 
H, OEt, 147-8°; H, H, Bu, H, OEt, 222-3°; H, H, CH2C02H, H, OEt, 267-8°; H, H, 
C12H25, H, OEt, 129-38°; H, H, OBz, H, OEt, 270-2°; H, H, 02CC6H4Bu-tert , H, 
OEt, 281-2°; H, H, 02CNHBu, H, OEt, 272-5°; H, H, OMe, H, OEt, 229-30°; H, H, 
BuO, H, OEt, 228-9°; H, H, OC8H17, H, OEt, 205-6°; H, H, OC12H25, H, OEt, 202- 
3°; H, H, OCH2Ph, H, OEt, 245-6°; H, H, OCH2CH:CH2, H, OEt, 243-4°; OH, H, H, 
PhCMe2, OEt, 211-13°; OEt, H, H, PhCMe2, OEt, 155-6°; OC8H17, H, H, PhCMe2, 
OEt, 88-9°; H, H, OH, H, OEt, 280-2°. The following I were prepared (Rl, R2, 
R3, R4, R5, R6, R7, and m.p. given): H, OEt, H, H, OEt, H, OEt, 122-3°; Me, H, 
Me, H, Me, OEt, H, 237-9°; H, Me, H, Me, H, OMe, OMe, 157-8°; OC8H17, H, H, 
tert-Bu, H, OMe, OMe, 110-11°; OMe, H, H, tert-Bu, H, OMe, OMe, 184-5°. The 
following I (Rl = R4 = R7 = H) were prepared: (R2, R3 , R5, R6, and m.p. 
given): H, OMe, OMe, OMe, 174-5°; tert-Bu, H, OMe, OMe, 173-4°; tert-Bu, H, 
OC8H17, OMe, 93-4°; H, H, OC8H17, OMe, 92-3°; CI, OMe, OMe, OMe, 189-90°; H, 
Me, Me, OMe, 196-7°; Ph, H, OME, OMe, 187-8°; Ph, H, OC8H17, OMe, 144-6°; Ph, 
H, 02CPr, OMe, 135-7°; CI, H, OH, OMe, 236-7°; CI, H, OMe, OMe, 169-70°; CI, 
H, OCH2CH2CH2C1, OMe, 130-1°; CI, H, 0(CH2)16Me, OMe, 92-3°; H, Ph, OMe, OMe, 
188-9°; H, Ph, OC8H17, OMe, 145-6°; H, Ph, OCH2C02Et, OMe, 193-4°; H, Ph, 
0(CH2)3C1, OMe, 160-1°, Me, Me, OMe, OMe, 163-4°; Me, Me, OH, OMe, 226-7°; Me, 
Me OC8H17, OMe, 116-17°; Me, Me, 0(CH2)3C1, OMe, 131-2°. The following I (Rl 
= R3 = R4 = R7 = H) were prepared (R2, R5, R6 and m.p. given) : CMe2CH2Bu-tert 

(III) , OH, OMe, 226-8°; III, OAc, OMe, 154-5°; III, 02C (CH2 ) lOMe, OMe, 56-7°; 
III, OMe, OMe, 152-4°; III, 0(CH2)7Me, OMe, 86-8°; III, OCH2CH:CH2, OMe, 116- 
18°; III, OCH2Ph, OMe, 104-6°; H, OH, OEt, 229-30°; H, OMe, OEt, 155-6°; H, 
02CCH:CH2, OEt, 150-1°; H, OC8H17, OEt, 94-5°; H, 0(CH2)3C1, OEt, 139-40°; H, 
OCH2Ph, OEt, 166-7°; H, OCH2C02Et, OEt, 152-3°; H, OAc, OEt, 147-8°; H, 
OCH2CH20CH2CH2CN, OEt, 131-2°; H, OCH2C02H, OEt, 193-4°; H, OCH2CONHPh, OEt, 
252-3°; H, OCH2C02C12H25, OEt, 115-16°; H, OBz, OEt, 167-8°; H, 02CC6H4C1, 



OEt, 205-6°; H, 02CC6H4 Bu-tert, OEt, 182-3°; H, 02CNHBu, OEt, 161-2°; tert- 
Bu, OH, OEt, 226-7°; tert-Bu, OMe, OEt, 161-2°; tert-Bu, OBu, OEt, 124-5°; 
tert-Bu, OC8H17, OEt, 90-1°; tert-Bu, OC12H25, OEt, 94-5°; tert-Bu, OC18H37, 
OEt, 98-5°; tert-Bu, 02CCH:CH2, OEt, 151-2°; H, OH, OEt, 267-8°; H, OMe, OEt, 
186-7°; H, OBu, OEt, 181-2°; H, OC8H17, OEt, 158-9°; H, OC12H25, OEt, 150-1°; 
H, OC18H37, OEt, 135-6°; H, OCH2Ph, OEt, 185-6°; H, OCH2C02Et, OEt, 198-9°; H, 
OAc, OEt, 201-2°; H, OH, H, 261-2°; H, OMe, H, 170-1°; H, 0(CH2)3C1, H, 91-2°; 
H, OC8H17, H, 86-7°; H, OCH2Ph, H, 167-8°; tert-Bu, OH, H, 201-2°; tert-Bu, 
OMe, H, 132-3°; tert-Bu, 0(CH2)3C1, H, 96-7°; tert-Bu, OC8H17, H, 99-100°; 
tert-Bu, OCH2Ph, H, 182-3°; tert-Bu, OC12H25, H, 76-7°; tert-Bu, OAc, H, 181- 
2°. The following I (Rl = R4 = R7 = H) were prepared (R2, R3 , R5, R6 and m.p. 
given): H, Ph, OMe, H, 189-90°; H, Ph, OCH2C02Et, H, 182-3°; H, Ph, OC18H37, 
H, 114-15°; tert-Bu, H, OH, Me, 228-9°; tert-Bu, H, OMe, Me, 169-70°; tert-Bu, 
H, 0(CH2)3C1, Me, 114-15°; tert-Bu, H, OC8H17, Me, 92-3°; tert-Bu, H, OCH2Ph, 
Me, 171-2°; H, Ph, OC8H17, CI, 147-8°; tert-Bu, H, OMe, CI, 172-3°; tert-Bu H, 
OC8H17, CI, 116-17°; H, H, OEt, CN, 217-18°; tert-Bu, H, OMe, Ph, 188-9°. The 
following I (Rl = R2 = R3 = R4 = R7 = H) were prepared (R5, R6, and m.p. 
given): OH, Me, 221-2°; OMe, Me, 165-6°; OBu, Me, 103-4°; OC8H17, Me, 95-6°; 
OH, CI, 246-7°; OMe, CI, 212-13°; OEt, CI, 187-9°; OBu, CI, 116-17°; OC8H17, 
CI, 94-5°. The following I (Rl = R3 = R4 = R6 = H and R7 = OMe) were prepared 
(R2, R5, and m.p. given): CI, OMe, 209-10°; CI, OC8H17, 91-2°; CI, 0(CH2)3C1, 
146-7°; CI, OCH2Ph, 176-7°; CI, OCH2C02Et, 161-2°; CI, OAc, 167-8°; tert-Bu, 
OC8H17, 119-20°; H, OC8H17, 117-18°; H, 0(CH2)3C1, 146-7°; H, OCH2Ph, 189-90°; 
H, OCH2C02Et, 155-6°; H, OAc, 139-40°. The following I (Rl = R3 = R4 = R6 = H 
and R7 = Ph) were prepared (R2, R5, and m.p. given): H, OH, 203-4°; H, OMe, 
145-6°; H, OC8H17, 105-6°; H, 0(CH2)3C1, 148-9°; tert-Bu, OH, 227-8°; tert-Bu, 
OMe, 190-1°; tert-Bu, OC8H17, 149-50°; tert-Bu, 0(CH2)3C1, 168-9°; tert-Bu, 
OAc, 166-7°; tert-Bu, OCH2C02Et, 157-8°. 
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CN Ethanediamide, Nl- [ 1 , 1 ' -biphenyl ] -2-yl-N2- ( 4-ethyl-2-hydroxyphenyl ) - (CA 
INDEX NAME) 
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CN Ethanediamide, Nl- ( 2-hydroxy-4-methylphenyl ) -N2- ( 4-methoxy [1,1' -biphenyl ] - 
3-yl)- (CA INDEX NAME) 
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